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Art Unit: 1645 

FINAL ACTION 

1 . This Office Action is responsive to Applicant's response filed June 1 3, 2005. 



2. The text of those sections of Title 35, U.S. Code not included in this 
action can be found in the prior Office Action. 



. . Rejection Maintained 

3. The rejection under 35 U.S.C. 103(a) as unpatentable over Ludlow et al in view 
of Simpson and further in view of Jankovic et al is maintained for claims 1-9 
for the reasons set forth pages 3-5 paragraph 4 of the previous Office Action. 

The rejection was on the grounds that Ludlow et al teach a composition 
comprising botulinum toxin type F used in the treatment of patients with torticollis and 
oromandibular dystonia after these patients have been treated with botulinum toxin A 
and they had developed antibodies to toxin A (page 350, col. 1) 

Ludlow et al do not teach the other serotypes that are claimed. 

Simpson et al teach the pharmacological structure and activity of each of the 
claimed serotypes, stating that there are all various strains of C. botulinum and are 
antlgenically distinct and they all depress neurogenic release of acetylcholine (pages 
155-156, 167 and 180). 

Jankovic et al teach the use of botulinum toxin A to treat a number of 
neurological disorders. Jankovic et al teach that the toxin has the possibility of being 
blocked by antibodies and as such the treatment becomes ineffective after repeated 
injections of the toxins has anti-botulinum toxin antibodies developed (page 1 189). 
Jankovic et al states that "it is likely that patients with antibodies against botulinum toxin 
will respond to injections with other botulinum toxins that are immunologically distinct 
from type A". Jankovic et al further teach that "any muscle spasm can be temporarily 
relieved by treatment with the toxin because botulinum toxin acts on the final common 
pathway". 

It would be prima facie obvious at the time the invention was made to add 
botulinum toxin type F with botulinum toxin type A because the patients had developed 
antibodies to toxin A, Simpson teaches that the serotypes are all common in their 
function and are immunologically distinct and Jankovic et al suggest that patients who 
have developed antibodies to one toxin serotype will respond to injections of another 
serotype because they are all immunologically distinct. Therefore, it would it would have 
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been obvious to one of ordinary skill in the art to extend the teachings of Ludlow et al of 
administering toxin F after toxin A to other serotypes and to administer other serotypes 
after A as claimed with a reasonable expectation that serotypes other than type F will 
treat the types of neuromuscular disorders as demonstrated by Ludlow et al. It would 
be expected barring evidence to the contrary, that the combinations of serotypes of 
botulinum toxins would be effective in treating patients with neuromuscular disorders 
because Simpson teaches that the serotypes are all common in their function and are 
immunologically distinct and Jankovic et al suggest that patients who have developed 
antibodies to one toxin serotype will respond to injections of another serotype because 
they are all immunologically distinct. 



Applicant urges that the claims are directed to a method in which a combination 
of two neurotoxins are administered simultaneously. Applicant urges that Ludlow et al 
teach the administration of botulinum toxin serotype F after the administration of 
botulinum toxin serotype A (patients have developed antibodies to serotype A). 
Applicant urges that the combination of references do not teach, disclose or suggest the 
claimed invention. Applicant ur^ -i<, that the different serotypes are administered 
at different -f-zf^^^ Applicant urges that the prior art does not teach treating a patient 
suffering from a neuromuscular disorder wherein at least two neurotoxins are 
administered to the patient simultaneously. 

Applicant's arguments filed June 13, 2005 have been fully considered but they 
are not persuasive. Ludlow et al as well as Jankovic et al provide that motivation for 
the combining more than one serotype of botulinum toxin in a composition to be 
administered to a subject which has a neuromuscular disorder because these prior art 
references teach that patients can develop antibodies to botulinum toxin serotypes after 
a long period of using a particular serotype for treatment. However, Simpson teaches 
that the serotypes are all common in their function and are immunologically distinct. 
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Therefore, one of skill in the art would have been motivated to administer combinations 
of botulinum toxin serotypes to a patient suffering from a neuromuscular disorder 
because Ludlow et al teach that other serotypes (such as serotype F) are just as 
effective as serotype A in treating patients with neuromuscular disorders. One of 
ordinary skill in the art would expect a reasonable expectation of success when using a 
combination of botulinum toxin serotypes to treat patients with neuromuscular disorders 
because Simpson teaches that the serotypes are all common in their function and are 
immunologically distinct and Jankovic et al suggest that patients who have developed 
antibodies to one toxin serotype will respond to injections of another serotype because 
they are all immunologically distinct. 

To address Applicant's comments regarding the teachings of the prior art 
references in regards to "simultaneous administration of different serotypes of botulinum 
toxin", it should be noted that the combination of the teachings of the prior art 
references must be considered. As stated above, the teachings of Ludlow et al and 
Jankovic et al provide that motivation for the combining more than one serotype of 
botulinum toxin in a composition to be administered to a subject which has a 
neuromuscular disorder and Simpson teach that all botulinum serotypes are all common 
in their function and are immunologically distinct. Therefore, one of skill in the o.rt 
would be motivated to use anv combination of botulinum toxin serotypes since all 
Se.foi-jf>^5 have the same function. It should noted that MPEP 2144. 06 teach that: 
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It is prima facie obvious to combine two compositions eacli of wliich is taught by 
tlie prior art to be useful for the same purpose, in order to form a third 
composition to be used for the very same purpose.... [T]he idea of combining 
them flows logically from their having been individually taught in the prior art." In 
re Kerkhoven, 626 F.2d 846, 850, 205 USPQ 1069, 1072 (CCPA 1980) See also 
In re Crockett, 279 F.2d 274, 126 USPQ 186 (CCPA 1960) (Ex parte Quadranti, 
25 USPQ2d 1071 (Bd. Pat. App. & Inter. 1992) and In re Geiger, 815 F.2d 686, 2 
USPQ2d 1276 (Fed. Cir. 1987). 



There is nothing on the record to show that the combination of teachings would 
not suggest the claimed invention. 



4. The rejection under 35 U.S.C. 103(a) as unpatentable over Ludlow et al in view 
of Simpson and further in view of Jankovic et al is maintained for claims 17-25 and 28- 
33 for the reasons set forth pages 5-7 paragraph 5 of the previous Office Action. 

The rejection was on the grounds that Ludlow et al teach a composition 
comprising botulinum toxin type F used in the treatment of patients with torticollis and 
oromandibular dystonia after these patients have been treated with botulinum toxin A 
and they had developed antibodies to toxin A (page 350, coL 1 ) 

Ludlow et al do not teach the other serotypes that are claimed. 

Simpson et al teach the pharmacological structure and activity of each of the 
claimed serotypes, stating that there are all various strains of C. botulinum and are 
antigenically distinct and they all depress neurogenic release of acetylcholine (pages 
155-156, 167 and 180). 

Jankovic et al teach the use of botulinum toxin A to treat a number of 
neurological disorders. Jankovic et al teach that the toxin has the possibility of being 
blocked by antibodies and as such the treatment becomes ineffective after repeated 
injections of the toxins has anti-botullnum toxin antibodies developed (page 1 189). 
Jankovic et al states that "It is likely that patients with antibodies against botulinum toxin 
will respond to injections with other botulinum toxins that are immunologically distinct 
from type A". Jankovic et al further teach that "any muscle spasm can be temporarily 
relieved by treatment with the toxin because botulinum toxin acts on the final common 
pathway". 

It would be prima facie obvious at the time the invention was made to add 
botulinum toxin type F with botulinum toxin type A because the patients had developed 
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antibodies to toxin A, Simpson teaches that the serotypes are all common in their 
function and are immunologically distinct and Jankovic et al suggest that patients who 
have developed antibodies to one toxin serotype will respond to injections of another 
serotype because they are all immunologically distinct. Therefore, it would it would have 
been obvious to one of ordinary skill in the art to extend the teachings of Ludlow et al of 
administering toxin F after toxin A to other serotypes and to administer other serotypes 
after A as claimed with a reasonable expectation that serotypes other than type F will 
treat the types of neuromuscular disorders as demonstrated by Ludlow et al. It would 
be expected barring evidence to the contrary, that the combinations of serotypes of 
botulinum toxins would be effective in treating patients with neuromuscular disorders 
because Simpson teaches that the serotypes are all common in their function and are 
immunologically distinct and Jankovic et al suggest that patients who have developed 
antibodies to one toxin serotype will respond to injections of another serotype because 
they are all immunologically distinct. 



Applicant urges that the combination of references do not teach, disclose or 
suggest the claimed invention. Applicant urges that a person of ordinary skill in the art 
would be required to guess, test, speculate and/or arbitrarily "pick and choose" two 
specific neurotoxins (e.g. botulinum toxin A and B or A and E) from the list of seven 
different serotypes identified by Simpson. Applicant urges that Simpson does not place 
any significance whatsoever in the types of botulinum toxin, let alone in a combination 
of botulinum toxin serotypes A and B or A and E, relative to the other botulinum toxin 
serotypes disclosed. Applicant urges that the general disclosure of Simpson alone or in 
combination with Ludlow et al or Jankovic et al do not teach the claimed compositions. 
Applicant urges that for example the combination of serotypes A and G is insufficient 
for Simpson alone or in combination with Ludlow et al or Janlovic et al. 

Applicant's arguments filed June 13, 2005 have been fully considered but they 
are not persuasive. It is the Examiner's position that applicant argues the references 
individually without clearly addressing the combination of teachings. It is the 
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combination of all of the cited and relied upon references which make up the state of 
the art with respect to the claimed invention. Ludlow et al as well as Jankovic et al 
provide that motivation for the combining more than one serotype of botulinum toxin in a 
composition to be administered to a subject which has a neuromuscular disorder 
because these prior art references teach that patients can develop antibodies to 
botulinum toxin serotypes after a long period of using a particular serotype for 
treatment. However, Simpson teaches that the serotypes are all common in their 
function and are immunologically distinct. Therefore, one of skill in the art would have 
been motivated to administer any combination of botulinum toxin serotypes to a patient 
suffering from a neuromuscular disorder because Ludlow et al suggests that other 
serotypes ( such as serotype F) are just as effective as serotype A in treating patients 
with neuromuscular disorders. One of ordinary skill in the art would expect a 
reasonable expectation of success when using any combination of botulinum toxin 
serotypes to treat patients with neuromuscular disorders because Simpson teaches that 
the serotypes are all common in their function and are immunologically distinct and 
Jankovic et al suggest that patients who have developed antibodies to one toxin 
serotype will respond to injections of another serotype because they are all 
immunologically distinct. 

To address Applicant's comments regarding for example administering to a 
patient the combination of serotype A and G, it should be noted that the combination of 
the teachings of the prior art references must be considered. As stated above, the 
teachings of Ludlow et al and Jankovic et al provide that motivation for the combining 
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more than one serotype of botulinum toxin in a composition to be administered to a 
subject wiiich has a neuromuscular disorder because of the development of antibodies 
to a particular serotype and Simpson teach that all botulinum serotypes are all common 
in their function and are immunologically distinct . Therefore, one of skill in the ar^ 
would be motivated to use anv combination of botulinum toxin serotypes since all 
serotypeshave the same function. Thus, the combination of prior art teachings suggest 
that any combination of botulinum toxin serotypes would be sufficient for treating 
neuromuscular disorders. 

To address Applicant's comments regarding arbitrarily picking and choosing 
combinations of botulinum serotypes, it should be noted that Simpson teach that all 
botulinum serotypes are all common in their function and are immunol ooicailv distinct. 
It should noted that MPEP 2144. 06 teach that: 



It is prima facie obvious to combine two compositions each of which is taught by 
the prior art to be useful for the same purpose, in order to form a third 
composition to be used for the very same purpose..., [T]he idea of combining 
them flows logically from their having been individually taught in the prior art." In 
re Kerkhoven, 626 F.2d 846, 850, 205 USPQ 1069, 1072 (CCPA 1980) See also 
In re Crockett, 279 F.2d 274, 126 USPQ 186 (CCPA 1960) (Ex parte Quadranti, 
25 USPQ2d 1071 (Bd. Pat. App. & Inter. 1992) and In re Geiger, 815 F.2d 686, 2 
USPQ2d 1276 (Fed. CIr. 1987). 

There is nothing on the record to show that the combination of teachings would 



not suggest the claimed invention. 
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5. THIS ACTION IS MADE FINAL. Applicant is renriinded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 
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Conclusion 



6. Any inquiry of the general nature or relating to the status of this general 
application should be directed to the Group receptionist whose telephone number is 
(703) 308-0196. 

Papers relating to this application may be submitted to Technology Center 1600, 
Group 1640 by facsimile transmission. The faxing of such papers must conform with 
the notice published in the Office Gazette, 1096 OG 30 (November 15, 1989). Should 
applicant wish to FAX a response, the current FAX number for the Group 1600 is (703) 
872-9306. 

Any inquiry concerning this communication from the examiner should be directed 
to Vanessa L. Ford, whose telephone number is (571) 272-0857. The examiner can 
normally be reached on Monday - Friday from 9:00 AM to 6:00 PM. If attempts to reach 
the examiner by telephone are unsuccessful, the examiner's supervisor, Lynette Smith, 
can be reached at (571) 272-0864. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see <httD://pair-direct.uspto.qov./> . 
Should you have questions on access to the Private PAIR system, contact the 
Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



Vanessa L. Ford 
Biotechnology Patent Examiner 
August 17, 2005 
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